This Page Is Inserted by IFW Operations 
and is not a part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of 
the original documents submitted by the applicant. 

Defects in the images may include (but are not limited to): 

• BLACK BORDERS 

• TEXT CUT OFF AT TOP, BOTTOM OR SIDES 

• FADED TEXT 

• ILLEGIBLE TEXT 

• SKEWED/SLANTED IMAGES 

• COLORED PHOTOS 

• BLACK OR VERY BLACK AND WHITE DARK PHOTOS 

• GRAY SCALE DOCUMENTS 



IMAGES ARE BEST AVAILABLE COPY. 



As rescanning documents will not correct images, 
please do not report the images to the 
Image Problem Mailbox. 



EuropSisches 
Patentamt 



European 
Patent Office 



Office europ^en 
des brevets 



Bescheinigung Ceiiificate Attestation 



Die angehefteten Unterla- 
gen stimmen mit der 
-ursprunglich eingereiehten— 
Fassung der auf dem nach- 
sten Blatt bezel chneten 
europaischen Patentanmel- 
dung Qberein. 



The attached documents 
are exact copies of the 
European patent-application 
described on the following 
page, as originally filed. 



Les documents fixes a 
cette attestation sont 
conformes a la version — 
initialement deposee de 
la demande de brevet 
europeen specifiee a la 
page sulvante. 



Patentanmeidung Nr. Patent appiication No. Demande de brevet n*" 

03016226.7 



Der Prasident des Europaischen Patentamts; 
Im Auftrag 

For the President of the European Patent Office 

Le President de rOffice europeen des brevets 
P.O. 



R C van DIJIc 



EPA/EPO/OEB Form 1014.1 - 02.2000 7001014 



THIS PAGE BLANK (uspto) 




Europaisches 
Patentamt 



European 
Patent Office 



Office europeen 
des brevets 



Anmeldung Nr: 

Application no.: 03016226-7 



Demande no: 



Anmeldetag: 
Date of filing: 
Date de d^pot: 



17.07.03 



Anmel der/Appl 1 cant( s)/Demandeur( s) : 

Boehringer Ingelheim International GmbH 
Binger Strasse 173 
55216 Ingelheim am Rhein 
ALLEMAGNE 



Bezel chnung der Erf Indung/TI tie of the Inventlon/TI tre de 1* Invention: 
(Falls die Bezelchnung der Erflndung nicht angegeben 1st, slehe Beschrelbung. 
If no title Is shown please refer to the description. 
SI aucun titre n'est 1nd1qu4 se referer & la description.) 

Pharmaceutical composition of antiviral agents 

In Anspruch genominene Prlorlat(en) / Priori ty( les) claimed /Priori t6(s) 
revend1qu6e( s) 

Staat/Tag/Aktenze1chen/State/Date/Fl le no./Pays/Date/Num^ro de d^pot: 



Internationale Patentklasslfl kati on/International Patent Classification/ 
Classification Internationale des brevets: 



Am Anmeldetag benannte Vertragstaa ten/Contracting states designated at date of 
flllng/Etats contractants d4s1gn6es lors du d^pot: 



AT BE BG CH CY CZ DE DK EE ES FI FR GB GR HU IE IT LU MC NL 
PT RO SE SI SK TR LI 



A61K31/00 



03016226.7 
EPA/EPO/OEB Form 1014.2 - 01.2000 



7001014 



2 



17/07/2883 17:29 +49-7351-54-2172 BI PHARMA KG S. 

Boehringer Xngelhein * Case 1-1522 Frio 

- 1 - 

PHARMftjCEOTXCZU^ CQUFOSXTZON OF AKTXVXRAIi HXSSmS 
rXELI> OP THE INVEZITXOk 

The present invention relates to a pharmaceutical composition 
5 useful for the treatment of viral infections comprising- 

— ^ nevirapine— and ~at— least - one""antivirat~a'ct:iva cjujiipuuix<i"~of ~ 

formula (I) . Furthermore the present invention relates to a 
use of nevirapine in combination or alternation with a 
conpound of formula (I) in the prophylaxis or treatment of a 

10 viral infection in a patient. The present invention also 

relates to a use of nevirapine in combination with a compound 
of formula (1) for the manufacture of a medicament far the 
prophylaxis or treatment of a viral infection in a patient. In 
addition the present invention relates to a kit of parts and 

15 to a manufacture for the prophyleucis or treatment of a viral 
infection in a patient. 

BACRXSRODUD OF THE XStVENrXGN* 

20 Human immunodeficiency virus (HIV) is recognized as the 
causative agent in AIPS- 

Current therapies for HTV infection focus on inhibiting the 
activity of viral enzymes which are essential to the life 

25 cycle of the virus. The agents that are presently in use fall 
mainly into three classes, designated Nucleoside Reverse 
. Transcriptase Inhibitors (NRTIs) ^ Non-nucleoside Reverse 
Transcriptase Inhibitors (NNRTIs) r Mid Protease- Inhibitors 
(FIs) . Presently r combination therapies, i.e. the selection of 

30 two or more antiretroviral agents taken together to make up a 
*drug cocktail," are the preferred treatment for HIV 
infection. Combination therapies have been shown to reduce the 
incidence of opportunistic infections and to increase suxrvival 
time. Typically, the dirug cocktail combines drugs from 

35 different classes, so as to attack the virus at several stages 
in the replication process. This approach has been shown to 
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reduce the likelihood of the development of virus forms that 
axe resistant to a given drug or class of drugs. 

Treatment failure with rewound of the amount of HIV which can 
5 he measured in the blood is common for patients treated with 

combi-natioii-anti-retrovirai -regimens— -Resistance— to-the-drugs 
in the drug regimen develops as the virus replicates in the 
presence of these drugs. Because of structural similarities of 
the drugs within an antiretraviral class, cross resistance is 

10 commonly seen to the other members of that class (for exair^le 
virologic failiire on a regimen containing &n NNRTI will lead 
to cross resistance to the other first generation NNRTI 
agents) . As patients experience repeated virologic failure on 
^ntiretroviral' combination therapy, their viruses develop 

15 broad multi-class antiretroviral drug resistance which limits 
the effectiveness* of the next roxmd of antiretroviral therapy . 
Many highly treatment ea^perienced patients have been essposed 
to all three classes of antiretroviral drugs and cannot obtain 
two active drugs to form the core of a new, effective 

20 antiretroviral drug regimen. 

Nevirapine (Viramune®) is a ncn-nucleoside inhibitor of HIV 
reverse transcriptase, which is useful in the treatment of HTV 
infection in humans. The chemical name for nevirapine is 
25 ll-cyclopropyl-S, ll-dihydro-4-methyl-6H-dipyrido [3 ^ 2-bi2 ' , 3 • 
®J [Ir 4]diazepin-6-one. Its structural formula is: 




30 The earliest known synthesis of nevirapine, by Hargrave et 
al-, is described in US Patent 5,366,972. 
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Furthermore cozopounds of the formula (X) 



HO— 1 



wherein Base is selected from the group coasisting of thymine, 
5 cytosine, adenine, guanine, inosine,. uracil, 5-ethyluracil auid 
2, s-diaininopurine, or a pharmacautically acceptable salt or 
prodrug thereof, are described in the WO 88/00050 and 
.WO 91/01137 for the therapeutic and prophylactic control and 
treatment of AIDS, HIV infections, hepatitis B virus (HBV) 
10 infections and retrovirus infections in animals and man. The^e 
nucleoside compounds eire transformed by cells or enzymes to 
triphosphates which inhibit the reverse transcriptase of 
retrovirus as well as the activity of DMA dependent polymerase 
of hepatitis B virus. • • 

15 

Combinations of nevirapine with at least one coinpound of the 
formula (I) which exhibit potent therapeutic activity against 
. HIV and HBV would greatly aid in the development of new 
coinbination therapy against human retroviral (HRV) infections 
20 and HBV. 



25 



StamiLBX OF TH£ XirVE29TZQN 

In one aspect, the present invention provides a novel 
pharmaceutical coinposition useful for the treatment or 
prophylaxis of viral infections con^rlsing nevirapine and at 
least one antiviral active compound of foonula (I) 
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Base 



HO— 1 



10 



wherein Base is selected from the group consisting of thymine, 
cytosine, adenine, guanine/ inosine^ uracil, 5-ethyluracil and 
2, e-diaminopurine, or a pharmaceutically acceptable salt or 
prodrug thereof . 

The pharmaceutical compositions of the present invention 

are useful in therapy, in particular as antivirals, especiarlly 

in the treatment or prophylaxis of human retroviral (HKV> 

infections. 



15 



In a second aspect, there is provided a use of nevirapiz>e in 
combination or alternation with at least one antiviral active 
compound of formula (I) 



wherein Base is selected from the group consisting of thymine, 
cytoslne, adenine, guanine, inosine, uracil, 5-ethyliiracil and 
2,^ S-diaminopurine^ -or a pharmaceutically acceptable salt or 
20 prodrug thereof, in the prophylaxis or treatment of a viral 
infection in a patient - 

In a third aspect, there is provided a use of nevirapine in 
combination with at least one antiviral active compound of 
25 formula £1) 
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Base 



HO-n 



wherein Base is selected from the group consistinsr of thymine, 
cytosine, adenine, guanine, inosine, uracil, 5-ethyluracil and 
5 2r S'diaminopurine, or a phazmaceutically acceptable salt or 
prodrug thereof, for the inanufacture of a medicament for the 
prophylaxis or treatment of a viral infection in a patient • 

In a fourth aspect of this invention, there is provided a kit 
10 of parts for the prophylaxis or treatment of a viral infection 
in a patients cozi^rislng 

(a) a first containment containing a pharmaceutical 
composition conrprising nevirapine and at least one 
phazroaceutically acceptable carrier, and 
15 (b) a second containment containing a phaxmaceutical 

con^osition caoprising an antiviral active coznpound of formula 

(I) 




F 



20 wherein Base is selected from the group consisting of thymine, 
. cytosine, adenine, guanine^ inosine, uracil, 5-ethyluracil and 
2 r ^-diaminopurine, or a pharmaceutically acceptable salt or 
prodrug thereof, and at least one phaarmaceutically acceptable 
carrier - 
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In a fifth aspect of this invention, there is provided a 
•manufacture coirprising nevirapine and at least one antiviral 
active confound of formula (I) 
5 • . 

Base — — : 




I 



F 



wherein Base is selected from the group consisting^ of thymine, 
cytosine, adenine, guanine, inosine, uracil, 5-ethyluracil and 
2, 6-diaminopurine, or a pharmaceutically acceptable salt or 
10 prodrug thereof, for use in combination or alternation in the 
prophylascis or treatment of a viral infection in patient. . 

With the combination of nevirapine and a coirrpound of tlie 
formula (I) according to this invention, including its use in 

15 prophylaxis and treatment, the person skilled in the art dan 
achieve an advantageous therapeutic effect to inhibit viral 
replication, especially of human retrovirus (HRV) and HBV, in 
particular of multiresistant HIV. In most cases, the enhanced 
therapeutic effect is not attainable by administration of 

20 either agent alone. Xn a preferred but not necessary 

embodiment, the effect of administration of nevirapine and the 
compound of formula (I) in combination or alternation is 
synergistic- Even though a convbination exhibits additive and 
not synergistic effects, the combination can still provide an 

25 effect that is different from the separate administration of 
the two agents. For example, the biodistribution, 
pharmacokinetics, cytotoxic effects or metabolism of one can 
be affected by the other. 
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Further aspects of tlie present invention i?ecome apparent to 
the one skilled in the art from the following detailed 
description and examples. 

5 DSFINITIONS 

TKe^tenn~^phaxni^^ ' 
the corresponding^, compound which is, within the scope of soxmd 
medical judgment r suital>le for use in contact with the* tissues 
of humans and lower animals without undue toxicity, 

10 irritation^ allergic response, and the like, commensurate with 
a reasonable benefit /risk ratio ^ generally water or oil- 
soluble or dispersible, and effective for their intended use. 
The term includes pharmaceutically-acceptiable acid addition 
salts and. pharraaceutically-acceptahle base addition salts. 

15 Lists of suitable salts are foimd in, e.g., S.M. Birge et al.^ 
J. Pharm. Sci., 1977, 6^, pp, 1-19, which is hereby 
incorporated. by reference in its entirety. 

As used herein^ the term "^treatment* means the administration 
20 of the . antiviral ly active con^sounds according to this 

invention in combination or alternation according to the 
present invention to alleviate or eliminate symptoms of tlte 
viral infection and/or to reduce viral load in a patient. 

. 25 As- used herein, the term prevent ion" or "prophylaxis" means 
the administration of the antivirally active compoxinds 
according to this invention in combination or alternation 
according to the present invention post- expo sure of the 
. individual to the virus but before the appearance of symptoms 
30 of the disease, and/or prior to the detection of the virus in 
the blood. 

As used herein, the term "hiiman retrovirus'* (HRV) includes 
human immunodeficiency virus type X, htiman immunodeficiency 
35 virus type II, or strains thereof, as well as human T cell 
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. 15 



letUcemia virus 1 and 2 (HTI.v-1 and HTLV-2) or strains apparent, 
to one skilled in the art ^ whicli belong to the saine or related 
viral families and which create similar physiological effects 
in hvrmans as various human retroviruses. 



PBTAXI.EP PSSCKIPTXOIT OF THE INVENTION 

The virally active agents according to this invention may be 
in either free form or in protected form at one or more of the 
remaining (not prerviously protected) carboscyl, amino, hydropsy, 
or other reactive groups. The protecting groups may be any of 
those known in the art. Furthermore, the virally active agents 
according to this invention may also be used as in form of 
their pharmacologically acceptable salts and/ or hydrates - 

According to the first aspect of this invention, thei^e is 
provided a novel pharmaceutical composition useful for the 
treatment of viral infections comprising nevirapine and at 
least one antiviral active confound of formula (I) , or a 
pharmaceutically acceptable salt or prodrug thereof. 

Hxe following known compounds constitute part of the invention 
as preferred compoxmds of the formula (1) to be combined with 
nevirapine : 




3 ' -deoxy-3 • -f luorothymidine (FLT) 



HO— I 




F 
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HO-n 



2 " , 3 • -ciideo3cy-3 • -f luorocytldine 



2 ' , 3 ' -dideoxY-3 ' f luoroadenosxne 



2 ' , 3 ' -dideojqr-S ' -f luoroguanosine 
(FItG) 



including pharmaceutically acceptal>le salts and prodrugs of 
tilie oomgpouxids listed above. 

5 Preferred prodrugs of FLG are described in WO 99/09031 and WO 
99/412 68, which docuineats in their entirety are incorporated 
herein by reference, • 
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The most preferred compouiwi of the formula (i> to be combined 
with nevirapine according to the aspects of this invention is 
selected from the group consisting of 

(a) 3 ' -deo3cy-3 * -f luorothymidine, or a phannaceutically 
5 acceptable salt or prodxug thereof, and 

(b) 2 ' , 3 • -dideo5qr-3 ' -f luoroguanosine (FLG) , or a 

pbarmaceutically-acceptable— salt— or-pi^^ 7- 

particular 3 ' -deo3?y-3 ' -f luoro-S-O- [2- (L-valyloxy) - 
propionyljguanosine, or a pharmaceutically acceptable salt 

10 thereof. 

The compound of the formula (1) is very most preferably 
selected from the group consisting of 3 • -deoacy-3 • - 
fluoro thymidine and 3 ' "deoxy-3 ' -f luoro-5-O- [2- (L-valylo3Qr) - 
15 propionyljgucmasine, including ph^rmaceutically acceptable 
salts thereof, 

3 • -deoj4^-3 ' -f luoro-5-0-^[2- (D-valyioxy) -propionyl] guano sine is 
a preferred prodrug of FLG and can be* depicted by the 
20 following structure 




The synthesis of 3 '-deoxy^3 '-f luoro-5-0- [2- (L-valyloxy) • 
25 propionyl] guano sine, also named as 2 ' /3 • -dideo3cy-3 * -f luoro-5- 
O- [2-- (L-valyloxy) -propionyl] guanosine, is described in the WO 
99/09031 and especially in exanqple 32 therein, 

Therefor-e, a. pref erred phtarrnaceutiqial coinposition usefxil for 
30 the treatment of viral infections coii^>rises nevirapine and 3'- 
deo2cy-3 • - fluoro thymifiine . or 3 ' -deoxy-3 ' -f luoro-5-o- [2- (l- 
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valyloxy) -propionyl] gaieuQQSinQ, or a. pharmaceTitically 
acceptable salt or procirrug thereof . 

Furtbennore , nevlrapine in cozhbiziation or alternation with 
5 preferably 3 ' -deoxy-3 ' -f Itiarothymidine or 3 ' -cleoa^-S • -f l-uoro- 

5-0- 12- ( L-valylo3cy) -propi onyll giiBnosine^ or a phannaceutically 

acceptable salt or prodrug thereof, is used in the prophylaxis 
or treatment of a viral infection in a patient. 

10 Also preferred is the use of nevirapine in combination with 
3 ' -de03cy-3 • -f luorothymidine or 3 ' -deoxy-3 • -f luoro-5-O- [2- (Ii- 
valyloxy) -propionyl] guanosine, or a phannaceutically 
acceptable salt or prodtrug thereof / for the manufacture of a 
medicament for the prophylaxis or treatment of a viral 

15 infection in a patient. 

A preferred kit of parts for the prophylaxis or treatment of a 
viral infection in a patient comprises 

(a) a first containment containing a pharmaceutical 

20 composition comprising nevirapine and a phannaceutically 
acceptable carrier, and 

(b) a second containment containing a pharmaceutical 
coxiiposition comprising 3 * -deo3cy-3 ' -f luorothymidine or 3'- 
deoxy-3 ' -f luoro-5-O- [2- (L-valyloxy) -propionyl] guanos ine, or a 

25 pharmaceutically acceptable salt or prodrug thereof, and a 
phairuaceutically acceptable carrier - 

A preferred manufactxire comprises nevirapine and 3 " -deoxy-3 
fluorothymidine or 3 '-deoxy-S • -f luoro-5-O- [2- (L-valyloxy) - 
30 propionyl]guanosine, or a pharmaceutically acceptable salt or 
prodrug thereof, for use in combination or alternation in the 
prophylaxis or treatment of a viral infection in a patient. 

The advantageous effects of the combination of nevirapine -and 
35 the confound of fonmala (I) are realized over a wide 

ratio, like for example in a ratio of between li250 to 250:1- 
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Therefore, in tbe compositions, combinations , kit of parts, 
manufacture and/or the use of the coinbinations according to* 
this invention, nevirapine and the- at least one compound of 
formula <I), which is preferably 3 ' -deoxy-3 • -f luorothymidine, • 
5 . or a phartnaceutically acceptable salt or prodrug thereof, are 
pref erably-present— in-a-synergis tic ratio ~Usua-l-ly— this ratio 
is between about 1:250 to about 250 ;1. More preferably the 
ratio is between about 1:50 to about 50:1. The most preferred 
ratio is between about 1:20 to about 20:1, which includes the 
10 ratios 1:18, 1:16,. 1:14, 1:12, 1:10,- 1:8; 1:6; 1;5; 1:4; 1:3; 
lr2,5; 1:2; lil,5; 1:1.2; 1;1; 1,2:1; 1,5:1; 2:1; 2,5:1; 3:1; 
4:1; 5:1; 6:1; 8:1; 10:1, 12:1, 14:1, 16:1, 18:1 ajQdall 
ranges in between. If . a further therapeutic agent is added, 
ratios will be adjusted accordingly. 

15 

It will be appreciated that the amount of pharmaceutical 
coinposition according to the invention reqpaired for use in, . 
treatment or prophylaxis- will vary not only with the 
particular compound selected but also with the route of 

20 administration, the nature and severity of the condition for 
which treatment or prophylaxis is required, the age, weight 
and condition ,of the patient, concomitant medication and will 
be ultimately at the discretion of the attendant physician or 
■veterinarian- In general however the active compounds are 

25 included in the pharmaceutically acceptable carrier in an 

amount sufficient to deliver to a patient a therapeutically 
effective amount of compound to inhibit viral replication in 
vivo, especially HIV replication, without causing serious 
toxic effects in the treated patient. By "inhibitory amoimt" 

30 is meant an amount of active ingredient sufficient to exert an 
inhibitory effect as measured by, for example, an assay such 
as the ones described herein, A suitable dose will preferably 
be in the range of from about 0.05 to about 2 00 mg/kg of body 
weight per day. 

35 • 

The desired dose may conveniently be presented in a single 
dose or as divided dose administered at appropriate 
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intervals r fox- example as two, three, four or znore doses 
per clay. 

Th.e pharmaceutical composition accordlng^ to the present 
5 invention is conveniently administered In unit dosage 

fomif for eacample contai ning 5 to 3000 mg, conveniently 

5 to 1000 mg of active ingredient { s.) per unit dosage form. 

The pharmaceutical acceptable carxierCs) must be "acceptcLble" 
10 in the sense of being ooinpatible with the other ingredients of 
the . formulation and not deleterious to the recipient thereof. 
Exaitiple^ of pharmaceutical ly acceptable carriers are magnesium 
stearate, chalk, starch, lactose, wax, gum or gelatin- 
Caxriers which are suited to achieve a sustained release, for 
15 example natural or synthetic polymers or liposomes, are known 
to the one skilled in the art. Phazmaceutlcally acceptable 
carriers also comprise liquid carriers and diluents, for 
exaii^le water, alcohol, glycerine or oil, which serve as a 
base for liquid formulations, such as solutions, suspensions 
20 or - emulsions - 

The compositions referred to above may conveniently be 
presented for use in the form of a pharmaceutical 
formulation axid. therefore pharmaceutical formulations 
25 coirtprising a composition ae defined above together with a 

pharmaceutically acceptable carrier comprise a further aspect 
of the Invention . 

The individual components of such coiqpositions may be 
30 administered either in combination, i.e. simultaneously, or in 
alternation, i.e. sequentially ^ in sepcLrate or combined 
pharmaceutical formulations. 

When nevlrapine is used in coxnbination with a confound of the 
35 formula (I) against the same virus - the dose of each confound 
may be either the same as or differ from that when the 
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coxnpouiL^ is used alone. Appropriate doses will Ijq readily 
appreciated by those .skilled in the art- 

The compositions according to this invention preferably also 
5 cair5>rise at least one phartnaceutically acceptable carrier. 



According to the third aspect of this invention^ the 
combination of nevirapine and at least one contpound of the 
formula (I) is used for the manufacture of a medicament for 
10 the prophylaxis or the treatment of a viral infection in a 
patient. 

According to one embodiment, this medicament may be a unit 
dosage form/ which is preferably useful in combination 
therapy, such as capsules or tablets. The unit dosage, form 
oontains a pharmaceutical composition according to this 
invention^ i.e. nevirapine in coznbination with at least one 
concpoxind of the foanmula (I) , with at least one 
pharmaceutically acceptable carrier. 

Therefore, another object of this invention also comprises 
bringing nevirapine and at least a compound of the formula (I) 
together in conjunction or association with a pharmaceutically 
acceptable carrier* 

According to another embodiment, this medicament is a multiple 
dosage form, preferably a kit of peirts, which is especially 
useful in alternation and/or combination therapy to flexibly 
suit the individual therapeutic needs of the patient. 



15 



20 



25 



30 
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ACcor^dLxzigr to one enibodimeiit: tlie cambinatioiis, compositions, 
kit of paxts, manufactures of this invention and th.e uses 
thereof, which coirprise nevirapine and at least one compound 
of the formula (I) r or a pharmaceutically salt or prodrug 
5 thereof, fTxrther comprise a further nucleoside reverse 

transcriptase inhibitor— (NRTI-)-r~pareferal>ly- other -than-3 ' 

deoxy-3 ' -f luorothymidine. 

Following this, a preferred pharmaceutical coinposition useful 
10 for the treatment of viral infections comprises nevirapine in 
combination with 3 ' -deoxy-3 ' -f luorothyitdLdine and a further 
WRTI, or a pharmaceutically acceptable salt or prodrug 
thereof . 

15 Furthermore, nevirapine in coinbination or alternation with 

preferably 3 ' -deoxy-3 ' -f luorothymidine and a further WRTI, or 
a pharmaceutically acceptable salt or prodrug thereof, is used 
in the prophylaxis or treatment of a viral infection in a 
patient. 

20 

Also preferred is the use of nevirapine in combination with 
3 ■ -deoxy-3 * -f luorothymidine and a further NRTI, or a 
pharmaceutically acceptable salt or prodrug thereof, for the 
manufacture of a medicament for the prophylaxis or treatment 
25 of a viral infection in a patimt. 

A preferred kit of parts for the prophylaxis or treatment of a 
viral infection in a patient,- coirprises 

(a) a first containment containing a pharmaceutical 

30 composition comprising nevirapine and- a pharmaceutically 
acceptable carrier; and 

(b) a second containment containing a pharmaceutical 
composition comprising 3 '-deoxy-3 ' -f luorothymidine and a 
further NRTI, or a pharmaceutically acceptable salt or prodrug 

35 thereof, and a pharmaceutically acceptable carrier . 
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Another preferred kit of parts for the prophylaxis or 
treatment of a viral infection in a patient, comprises 
(a) a first containment containing a pharmaceutical 
composition comprising nevirapine and a pharmaceutically 
5 acceptatole carrier; and. 

a__second_containm_ent .cpntaining_a_pha.rma_c_euti_cal 

corr^o5ition comprising 3 '-dQ03?y-3 ' -f luorothymidine, or a 
pharmaceutically acceptable salt or prodnig thereof, and a 
pharmaceutically acceptable carrier; and 
10 Cc) a third containment containing a pharmaceutical 

composition comprising a further NRTI, or a pharmaceutically 
acceptable salt or prodxnag thereof, and a pharmaceutically • 
acceptable carrier. 

15 A preferred manufacture coi^prises nevirapine, 3 ' -deoxy-3 ' - 
fluoro thymidine and a further NRTI, or a pharmaceutically 
acceptaO^le salt or prodrug thereof, for use in combination or 
alternation in the prophylaxis or treatment of a viral 
infection in patient. 

20 

In the foregoing and in the following, the term "a further 
NKTI- refers to a nucleoside reverse transcriptase inhibitor, 
or a phaumiaceutically acceptable salt or prodrug thereof, 
other than 3 ' -deo2cy-3 ' -f luorothymidine. Exanples of furher 

25 ITRTIs are AZT, ddX, d4T, ddC, 3TC, FI^, Abacavir, incl-uding 
Abacavir sulfate, Tenofovir, including Tenofovir disoproxil 
and/or Tenofovir disoproxil fumarate, Emtricitabine, 
Amdoxovir/DAPD, Ach-126443 and including those NRTis listed 
hereinafter- Preferred f\arther NRTI are selected from the 

30 group consisting of AZT, ddl, 3TC, ddC, d4T and FLG, including 
its pharmaceutically acceptable salts and prodrugs - 

In case the selected compound of the formula (l) is 3 * -deoxy- 
3 ' -fluoro thymidine, or a pharmaceutically acceptable salt or 
35 prodrug thereof, then the preferred "further WRTI" is 2',3'- 
dideoxy-3' -fluoroguanosine (FLG) , or a pharmaceutically 
acceptable salt or prodrug thereof, in particular 3'-deoxy-3'- 
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f luoro-5-0- [2- (l,-valylo3qr) -propionyl] guanos ine, or a 
pharmaceutically acceptable salt thereof. 

In case the selected coiitpo\md of the formula (I) is 2',3"- 
5 d.ldeoxY-3'-fluoroguanos±nQ (FI.G) r or a phannaceutically 
- ^acceptable-salt -or prodrug thereof > in-particular— 3-^-deoxy-3^- 
f luoro-B-O- [2- (L-valyloxy) -propionyl] guanosine, or a 
pharmaceutically acceptable salt thereof, then the preferred 
"further NRTI" is 3 *-deoxy-3 ' -f luorothymidine, or a 
10 phaannaceutically acceptable salt or prodrug thereof. 

In a still further erribodiment , the. pharmaceutical con^sitions 
of the present invention may comprise at least one further- 
antiviral agent- The further antiviral agent is preferably 
15 chosen from the group consisting of .NRTTs Cnucleoside-analogue 
reverse transcriptase inhibitors)^ NNRTXs^ (non nucleoside 
reverse transcriptase inhibitors) and protease inhibitors . 

Eacaniples of further antiviral agents are 3TC (lamivadine}-, AZT 

20 (zidovudine) , FTC ( 5-f luoro-1- [2- (hydroxymethyl) -1, 3- 

oxathiolan-S-yl] cytosine) , d4T (2 • , 3 • -dideoxy-2 • , 3 ' -didehydro- 
thymidine, stavudine and Zerit) , nevirapine, DMP-226/ 
nelfinavir, delavirdine, including delavirdine mesylate, 9- 
[ (2 -hydroxymethyl) -1, 3-dioxolan-4- yllguanine, 2-amino-9- [ (2- 

25 hydroxymethyl) -1, 3 -dioxolaii-4- yl) adenine, MKC-442, 1592U89 
(abacavir), 141W94, MK-639, EMS-234475, PNU-140690, ABT-378. 
DMP-'450, lopinavir. Indinavir , saquinavir, including 
saquinavir mesylate, ritonavir , ef avirenz (sustiva) , TIBO, 
HKPT, BHAP, a-APA, TSAO, calanblides, 1.-697,661, 2',3'- 

30 dideoxycytidine (ddC or zalcitabine) , 2 ' , 3 ' -dideo2^adenosine, 
2 • ,3'-dideo2cyinosine (ddl or didanosine) , 3 ' -deoxy thymidine, 
2 • , 3 ' -dideoxy-2 ' , 3 ' -didehydrocytidine, ribavirin , DMP-450 
(Triangle Pharmaceuticals, Inc.), 141W94 (airprenavir, 
GlaxoWellcome, Inc.), descriptor (delavirdine), abacavtr 

35 (1592U89), carbovir, CS-92 (3 ' -azido-2 ' , 3 ' -dideoxy-5-methyl- 
cytidine) , b-D-dioxolane nucleosides such as b-P- 
dioxolanylguanine (PXG) , b-D-dioxolanyl-2, 6-diaminopurine: 
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(DAPD) , and b-P-aioxolanyl chloropurine (ACP) ; acyclic 
nucleosides such as acyclovir, ganciclovir? interferons such, 
as alpha-, beta- and gamma- interferon; glucuronation 
inhibitors such as probenecid; nucleoside transport inhibitors 
5 such as dipyridamole; iimrcunomodulators such as interleukin II 

(IL2)-and-gi=anulocyte macrophage colony stimulating— factor 

(QM-CSF) , erythropoietin^ ampligen, thymomodulin, thymopentin, 
foscarnet, glycosylation inhibitors such as 2-deoxy-D-glucose, 
castanospermine^ l-deoxynojirimycia; and inhibitors of HIV 
10 binding to CD4 receptors isuch as soluble CD4, CD4 fragments, 
. C3D4-hybrid molecules and iiihibitors of the HIV. aspartyl 
protease such as L-735,524- 

The further antiviral agent is preferably chosen from 
15 zidovudine, didanosinsr zalcitabine; stavudine, lamivudine, 
lopinavir, delavirdine, including delavirdine mesylate, 
nevi rapine, delavirdine, efavirenz, indinavir, nelfinavir, . 
including nelfinavir mesylate,, axnprenavir and saquinavir., 
including saquinavir mesylate. 

20 

The confounds / or their pharmaceutically acceptable derivative 
or salts thereof, can also be mixed with other active 
materials that do not impair the desired action, or with 
materials that supplement the desired action, such as 
25 antibiotics, antifiangals, antiinflammatories, protease 

inhibitors, or other nucleoside or non-nucleoside antiviral 
agents, as discussed in more detail above. 

In g^eral, doiring alternation therapy, an effective dosage of 
30 each agent is administered serially, whereas in combination 
therapy, an effective dosage of two or more agents are 
administered together. The dosages will depend on such factors 
as absorption, biodistribution, .metabolism and excretion rates 
for each drug as well as other factors known to those of skill 
35 in the art. It is to be noted that dosage values will also 

vary with the severity of the condition to be alleviated, it 
is to be f-urther understood that for any particular sxabject. 
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specific dosage regimens and schecLules should be adjusted over 
time according to the individual need and the professional 
judgment of the person administering or supervising the 
administration of the congpositions , Examples of suitable 
5 dosage ranges for nevirapine, .compounds of formula (I) , 

preferably 3 -deoxy- B ' -f luoro thymidine, ..further NRTIs and 

other antivirals can be foxind in the scientific literature. 
MBny exan^les of suitable dosage rsuiges for other con^jounds 
described herein are also fo\md in the public literature or 
10 can be identified using known procedures. These dosage ranges 
can be modified as desired to- achieve a desired result. 

It has been recognized that dmg- resistant variants of HXV can 
emerge after prolonged treatment with an antiviral agent. Drug 

15 resistance most typically occurs by mutation of a gene that 
encodes for an enzyme used in the viral life cycle, and most 
typically in the case of HIV, in either the reverse 
transcriptase or protease genes. It has been demonstrated that 
the efficacy of a drug against HIV infection can be prolonged, 
• 20 augmented, or restored by administering the coitrpoiand in 

combination or alternation with a second, and perhaps third, 
antiviral compound that induces a different mutation (s) from 
that selected for by the principle drug. Alternatively, the . 
pharmacokinetics, biodistribution, or other parameter of the 

25 drug can be altered by such combination or alternation 
therapy- In general, combination therapy is typically 
preferred over alternation therapy because it induces multiple 
simultaneous stresses on the virus- In the case of 
administering the antiviral cooicqpounds in alternation, i-e, 

30 sequentially, the time gap between administering the first 

conpound and the second compound is preferably not too long in 
order to achieve a beneficial effect. Preferably, the time gap 
is less than half a day, most preferably less than 6 hoiirs, 

35 While it is possible that, for use in therapy, a compound 
of the invention may be administered as the raw chemical 
it is preferable to present the active ingredient as a 



FmPf .761 t: 17/07/2003 17:32 



EniPf.nr.:384 P. 028 



17/07/2083 17:29 +49-7351-54-2172 



Bl PHARMA KG 



S. 29/42 



Boehringer Ingelheim Case 1-1522 Frio 



pharmaceutical formulation. The invention thius further 
.provides a pharcnaceutical formxlation comprising nevirapin© 
and a compound o£ the formula (I> with one or more 
pharznaceutically acceptable -carriers and, optionally, other 
5 therapeutic and/or prophylactic ingxedients. 



Pharmaceutical formulations include those suitable for 
oral^ rectal, nasal, topical (including buccal and sub 
lingual), transdermal, vaginal or parenteral (including 

IQ intramuscular r sub- cutaneous and intravenous) administration 
in liquid or solid form or in a form suitable for 
administration by inhalation or insufflation. The formulations 
may, where appropriate, be conveniently presented in discrete 
dosage units and may be prepared by any of the methods well 

15 known in the art of pharmacy. All methods include the step of 
bringing into association the active confound (s) with liquid 
carriers or finely divided solid carriers or both and 
then-, if necessary, shaping the product into the desired 
formulation- 

20 

Pharmaceutical formulation suitable for oral administration 
may conveniently be presented as discrete units such as 
capsules, including soft gelatin capsules ^ cachets or tcJ3lets 
each containing a predetermined amount of the active 

25 ingredient (s) ; as a powder or granules; as a solution, a 

suspension or as an emulsion, for exairiple as syrups, eli^cirs 
.or self -emulsifying delivery systems (SEDDS) , The active 
ingredient (s) may also be presented as a bolus, electuary or 
paste. Tablets and capsules for oral administration may 

30 contain conventional excipients such as binding agents, 

fillers, lubricants, disintegrants, or wetting agents. The 
tablets may be coated according to methods well known in the 
art. Oral liquid preparations . may be in the form of, for 
example, aqueous or oily suspensions, solutions, emulsions^ 

35 syrups or elixirs, or may be presented as a dry product for 

constitution with water or other suitable vehicle before use. 
Such liquid pzreparations may contain conventional additives 
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such as suspendiBg agents, emulsifying agents, non-aqueo-us 
vehicles (which may include edlhle oils), or pz-esaarvatives . 

The pharmaceutical con^osition . accojrding to the invention 
5 may also be formulated for parenteral administration (e.g. 

33y— inject ion-, — ^Eor -example -bolus~inj e&tion— or-continuous 

infusion} and may t>e presented in unit dose form in 
ampoules^ pre-filled syringes, small volizme infusion or in 
multi-dose containers with an added preservative. The 

10 compositions may take such forms as suspensions, 

solutions, or emulsions in oily or aqueous vehicles, and 
may contain formula tory agents such as suspending, 
stabilizing and/or dispersing agents. Alternatively, the 
active ingredient (s) may be in powder form, obtained by 

15 aseptic isolation of sterile solid or by lyophilisation 
from solution, for constitution with a suitable vehicle, 
e.g. sterile, pyrogen-free water, before use. 
»• . _ • • 

Pharmaceutical formulations suitable for rectal 
20 administration wherein the carrier is a solid are most 

preferably presented as unit dose • suppositories - Suitable 
carriers include cocoa butter and other materials commonly 
used in the art, and the suppositories may be conveniently 
formed by admixtuxe of the active cozcipound(s) with the 
25 . softened or melted carrier (s) followed by chilling and 
shaping in moulds . 

When desired the above described formulations adapted to 
give sustained release of the active" ingredient (s) may be 
30 eo^loyed. 

The con^ositions, combinations, kit of parts, manufacture 
and/or the use of the combinations according to this invention 
are advantageous in the treatment and/ or prophylaxis of viral 
35 infections in a patient, preferably human retrovirus (HKV) 
infections and hepatitis B, in particular HTV infections, 
especially multiresistant HXV infections. Therefore this 
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invention may offer an aid. especially for highly treatment 
experienced patients suffering from multiresistant HIV. In 
addition to the treatment of said diseases, the combinations, 
formulations and conipositions according to this invention can 
5 be used prophylactically to prevent or reteird the progression 

o f — cl ini G a I— i l ines s —in— indivi duals who-ar e~an t i -^HIV-antibody — 

or HIV-antigen positive or who have been exposed to HXV. 

The conrpositions, combinations, kit- of pcirts, manufacture 
10 and/or the use of the combinations according to this invention 
may also be beneficial in preventing perinatal transmission of 
hxaihan retroviral (HRV) infections , in particular HIV-1, from 
mother to baby. According to this method, nevirapine and a 
compound of the formula (I), preferably 3'-deoxy-3'- 
15 fluoro thymidine, and optionally further active compounds as 
described hereinbefore or hereinafter «re administered in 
combination or alternation to. the mother before giving birth - 

The Goinpositions, combinations,, kit of parts, manufacture 
20 and/or the use of the combinations according to this invention 
may also be benefical in the treatment and/or prophylaxis of 
other HIV/ AIDS -^related conditions such as AIDS-related complex 
(ARC) , persistent generalised lymphadenopa thy (PGL) , AIDS- 
related neurological conditions, anti-Hlv antiboc3y positive 
25 and HIV-positive conditions, Kaposi's sarcoma, 

thrombocytopenia purpurea • an<i opportunistic infections. 

Therefore, patients to be treated would be especially those 
individuals : 

30 1) infected with one or more strains of a human retrovirus as 
deteannined by the presence of either measurable viral antibody 
or antigen in the serum; and/or 

2) in the. case of HIV, having either a asymptomatic HIV 
. infection or a syncptomatic AIDS defining infection such as i) 
35 disseminated histoplasmosis, ii) isppsoriasis, lil) bronchial 
and pulmonary candidiasis including pneumocystic pnexunonia. 
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iv) non-Hodgkin ' s lymphoma or v) Kaposi's sarcoma and being 
less tlian sixty years old; or having an absoluite CD4+ 
lynttphocyte coixnt of less than 500/inm^ in the peripheral blood, 

5 The pharmaceutical combination according to this invention can 
be tested"'f02r^ad)ai"t±ve~'an'd~^ activity~aga:iiist~^HIV 
according to a nxnnber of assays kaown in scientific and public 
literature, including the one described in the WO ^8/44913 and 
WO 00/51641, which are included herein by way of reference. 
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Claims s 

1. A pharmaceutical composition useful for the treatment or 
prophylaxis of viral infections comprising nevirapine and at 
least one antiviral active confound of fomrula (I> 




F 



wherein Base is selected f roia the group consisting of thymine, • 
cytosine, adenine, guanine, inosine, uracil, 5-ethyluracil and 
2, 6-dianiinopurine, or a pharmaceutically acceptable salt or 
• 10 prodrug thereof. 

2 . The pharmaceutical composition according to claim 1 ■ 
wherein the compound of formula (I) is 3'-deoxy-3'- 
fluoro thymidine, or a pharmaceutically acceptable salt or. 

15 prodrug thereof- 

3 - The pharmaceutical con^osition according to claim 1 
wherein the compoxmd of the foirmula (I) is FLG or a 
pharmaceutically acceptable salt or prodrug thereof,, in 

20 particular 3 » '-deo3Qr-3 ' -f luoro-5-O- [2- (L-valyloxy) - 

proplonyllguanosine or a pharmaceutically acceptable salt 
thereof . 

4- The pharmaceutical composition according to one or more of 
25 the claims 1 to 3 wherein nevirapine and the at least one 

compoiind of formula (I> are present in a synergistic ratio. 

5 , The pharmaceutical composition according to one or more 
of the claims 1 to 4 wherein nevirapine and the at least one 
30 . confound of the formula (1) are present in a 
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ratio between about 1:250 to ai>out 250:1. 

6- TlaQ pharmaceutical corapositiQix according to claim 5 wherein 
nevirapine and the at least one compoimcl of the formula (I) 
5 are present in a ratio between about 1:5D to about 5Qrl. 

r 

7 . TOie pharmaceutical composition according to one or more 
of the claims 1 to 6 further comprising a further NRTI, or a 
pharmaceutically acceptable salt or- pr-odarug- thereof . 

10 

8. The pharToaceutlcal contposition according to claim 7 wherein 

(a) the coinpound of the fonaula (I) is 3 ' -deo3?y-3 
fluoro thymidine r or a pharmaceutical ly acceptable salt or 
prodrug thereof^ and the further NRTI is FLG or a 

15 pharmaceutica.lly acceptable salt or prodrug thereof^ in 
particular 3 " -deoxy-3 ' -^f luoro-5-O- [2- (L-valyloxy) - 
propionyl J guano sine or a pharzaaceutically acc^table salt 
thereof, or 

(b) the COTngpound of the fomrula (I) is PLG or a 

20 phannaceutically acceptable salt or prodrug thereof, and the 
further NRTI is 3 ' -deoxy-3 ' -f luorothymidine, or a 
pharmaceutically acceptable salt or prodrug thereof. 

9. The pharmaceutical coxigposition according to one or more of 
25 the claims 1 to 8- with at least one pharmaceutically 

acceptable carrier. 

10- The pharmaceutical composition according to one or more of 
the claims 1 to 9 for use in the treatment or prophylaxis of 
30 human retroviral (HRV) infections- 

11. Use of nevirapine in combination or alternation with at 
least one antiviral active con^pound of formula (I) 
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F 



wherein Base is selected from tlie group consisting of tliymine, 
cytosine, adenine, guanine, inosine, uracil, 5-et3iyluracil and 
2, 6-diazninopuriner or a pliarmaceutically acceptable salt or 
5 prodrug thereof, in the prophylaxis or treatment of a viral 
infection in a patient - 

12- Hie use according to claim 11, wherein the coinpound of 
formula. (I) is 3 ' -deoxy-3 * -f luorothymidine, . or a 
10 pharmaceutically acceptable salt or prodrug thereof. 

13. The use according to claim 11, wherein the contpound of the 
formula (I) is FLG or sl pharma.ceutic:a,lly acceptable salt or 
prodrug thereof, in particular 3 ' -deoxy-3 • -f luoro-S-O- [2- CL- 

. 15 valyloxy) -propionyllguanosine or a pharmaceutically acceptable 
salt thereof. 

14. The use according to claim 11, 12 or 13 in the prophylaxis 
or treatment of a human retroviral infection (HRV) in a 

20 patient. 

15. The use according to one or more of the claims 11 or 14 in 
the prophylaxis or treatment of a multiresistant HIV infection 
in a patient. 

25 . 

16- The use according to one or more of the claims 11 to 15 
for preventing perinatal transmission of a human retroviral 
(HRV) infection from mother to baby. 



Fmpf .7Qi t : 17/07/2003 J7:34 



> i*t. 



Fmpf .nr.:384 P..036 



17/07/2083 17:29 +49-7351-54-2172 



BI PHAF!MA KG 



5. 3B/42 



Boehringer ingelheiia Case 1-1522 Prio 

- 27 - ■ 

17- The use accordiixg to one or more , of the claixns 11 to 15 r 
whereia nevirapine and the at least one coiopoimd of formula 
(I) are administered to. the patient in combination or 
alternation in a synergistic ratio. 

5 

l-8T~"The"usB""accord±ng~to- one or more- of-the— claiins— l~l-to--l-7T — 

wherein nevirapine and the at least one conipound of formula 
(I) are administered to the patient in combination or 
alternation in a ratio between eLbout 1:250 to about 250 ;1. 

10 

19- The use according to claim 18, wherein nevirapine and the 
at least one coropoixiad of fozimxla (I) are administered to the 
patient in czoiribination or alternation in a ratio between about 
1:50 to about 50:1. 

15 . 

20. The use according to one or more of th^ claims 11 to 19 in 
combination or alternation with a further NRTI, or a 
pharmaceutically acceptable salt or prodrug .thereof. 

" 20 2r. The use according to claim 20 . wherein 

(a) the compound of the formula (I) is 3 ' -deo3sy-3 ' - 

f luorothymidine, or a pharmaceutically acceptable salt or 
prodrug thereof, and the further NRTI is PLG or a 
pharmaceutically acceptsJale salt or prodrug thereof^ in 
.25 particular 3 ' -deoxy-3 • -f luoro-5-O- [2- (L-valyloacy) - 

prppionyljguanosine or a pharmaceutically acceptable salt 
thereof, or 

(b) the compound of the formula (I) is FLG or a 
phairmaceutically acceptable salt or prodrug thereof ^ and the 

30 further NRTI is 3 ' -deoxy-3 ' -fluoro thymidine, or a 

pharmaceutically acceptable salt or prodrug thereof. 

22 - Use of nevirapine in combination with at least one . 
antiviral active compound of formula (I) 

35 
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Base 

HO— t:0^ 



wherein Ba&e is selectied from the group consisting- of thymine, 
cytokine, adenine, gruanine, inosine, xiracilr 5-ethylnracil and 
2, 6-diaininopiirine, or a pharmaceutically acceptahle salt or 
5 . px-odrug thereof, foir the inanu±acture of a medicament fozr-the 
prophylaxis or treatment of a viral infection in a patient.. 

23. The use according to claim 22, wherein the compound of 
formula (I) is 3 ' -cleoxy-3 " -fluorothymidine,. or a 

10 pharmaceutically acceptable salt or. prodrug thereof. 

24, The use according to claim 22 , wherein the compound of the 
formula (I) is WLG or a pharmaceutically acceptable salt or 
prodrug thereof, in particular 3 ' -deoxy-3 * ~f luoro-5-0- [2- (b- 

15 valylo3cy)-propionyl]guanosine or a pharmaceutically acceptable 
salt thereof- 



25. The use according . to claim 22, 23 or 24, wherein 
nevirapine is used in combination with said coirpound of the 
20 forroula CD and a further NRTI, or a pharmaceutically 
acceptable salt or prodrug thereof. 



26. The use according to claim 25 wherein 

(a) the compound of the formula (I) is 3 • -deoxy-a ' - 

25 f luorothymidine, or a pharmaceutically acceptable salt or 
prodrug thereof, and the further NRTT is FLG or a 
phanaaceutically acceptable salt or prodrug thereof, in 
particular 3 ' -deoxy-3 ' -f luoro-5-O- [2- (L-valyloxy) - 
propionyl]guanosine or a pharmaceutically acceptable salt 

30 thereof, or . 
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[b) the compoiind of the formila (I) is FLG or a 
phannaceutically acceptable salt or prodrug thereof , and the 

further NRTI is 3 ' -deoxy-3 • -f luorothyroidine, or a 
pharroaceutically acceptable salt or prodrug thereof. 

5 

27-- -Mie -use- according— to— one--or^more-of.-.the~ clainis^_ 

for the manTifacture of a medicament for the prophylaxis oir 
treatment of a human retroviral (HRV) infection in a patient. 

10 28. The use according to one or more of the claims 22 to 27, 
wherein the medicament is a single dosage form. 

29. The use according to one or more of the claim 22 to 27, 
wherein the medicament is a multiple dosage form. 

15 

30. A kit of parts for the prophylaxis or treatment of a. viral 
infection in a patient, con^rising 

(a) a first containment containing a pharmaceutical 
coxrposition compx-ising nevirapine emd at least one 

20 pharmaceutical ly acceptable carrier, and 

(b) a second containment containing a pharmaceutical 
composition coirqprising an antiviral active compotind of .formula 
(1) 



Base 



HO— I n 



25 



30 



wherein Base is selected from the group consisting of thymine, 
cytosine, adenine, guanine, inosine, uracil, 5-ethyluracil and 
2, 6-diaminopurine, or a pharroaceutically acceptable salt or 
prodrug thereof, and at least one pharmaceutical ly acceptable 
carrier - 
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31. The kit of parts according to claim' 30, wherein the 
compound of formula (I) is 3 * -deoxy-B • -f luorothymidine, or a. ' 
phaiciEiaceutically acceptable salt or prodrug thereof. 

5 . . 

32, ^he kit of parts according to claim 30/ "wherein the" 
couppound of the formula (I) is FLG or a pharmaceutically 
acceptable salt or prodrug thereof, in particular 3 • -deoxy-3 ' - 
f luoro-5-0- [2- (L-valyloxy) -propionyl] guaixosine or a 

10 pharmaceutically acceptable salt thereof - 

33- The kit of parts according to claim 30, 31 or 32 for use 
in the prophylaxis or treatment of a human retroviral (HRV) 
infection in a patient . 

15 

34. The kit of parts according to one or more of the claim 3 0 
to 33 further comprising a further NRTI, or a pharmaceutically 
acceptable salt" or prodrug thereof. 

20 35. The kit of parts according to claim 34 wherein. 

(a) the Gort^und of the formula (1) is 3'-deoxy-3'- 

f luorothymi.dine, or a pliarraaceutically acceptable salt or 
prodrug thereof, and the further NRTI is FtiG or a 
pharmaceutically acceptable salt or prodrug thereof, in 
25 particular 3 ' -deoxy-3 ' -f luoro-5-O- [2-^ (L-valyloxy) - 

propionyl]guanosine or a pharmaceutically acceptable salt 
thereof , or 

(b) the compound of the formula (I) is FLG or a 
pharmaceutically acceptable salt or prodrug thereof, and the 

30 further NRTI is 3 ' -deoxy-3 ' -f-luoro thymidine, or a 

phaarmaceutically acceptable salt or prodrug thereof. 

36. A manufactiire comprising nevirapine and at least one 
antiviral active compound of formula (I) 

35 
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I 



wtiereiix Base xs selected from ttie group consisiixn^ of tliyiciine, 
cytpsine^ adenine, guanine, inosine, uxacil, 5-Qthylura.cil and 
2^ 5-diazninopvurine, or a pliarmaceutiically acceptal^l.e salt: ozr 
5 prodrug thereof^ for use in combination or alternation in the 
prophyla?cis or treatment of a viral infection in patient,- 

37. The manuf acture according to claim 36, wherein the 
contpound of fonmila (I) is 3 ' -deo3cy-3 * -f luorothyxnidine, or a 
10 pharmaceuttcally acceptable salt or prodrug, thereof, 

38- The manufacture according to claim 36, wherein the -compound 
of the fojcTOula (I) is FI#G or a pharmaceutically acceptable salt 
or prodrug thereof, in particular 3 • -deo3«y-3 ' -f luoro-5-O- [2- (L- 
15 valyl02cy>-propionyl]guajnosine or a pharmaceutically acceptable 
salt thereof . 

39. The manufacture according to claim 36, 37 or 38 for use in 
combination or alternation in the prophylaxis or treatment of a 

20 human retroviral (HKV) infection in ps^tient* 

40, The manufacture according to one or more of the claims 36 
to 39 further comprising a further NRTI, or a pharmaceutically 
acceptable salt or prodrug thereof. 

25 

41- The manufacture according to claim 40 wherein 
(a) the compound of the formula (I) is 3'-deoxy-3*- 
f luorothymidine , or a pharmaceutically acceptable salt. or 
prodrug thereof; and the further NRTI is FLG or a 
30 pharmaceutically acceptable salt or prodlrug thereof, in 
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particular 3 ' -deo3cy-3 ' -f luoro-5-O- [2- (Ij-fvalylo35y} - 
propionyljguanosine or a phannaceutically acceptable salt 
thereof, or . ' | 

the contpoxmd of the formula (I) is FLG or a 
5 pharmaceutically acceptable salt or prodrug thereof, and the 
— further-NRTI— is— 3-'--deoxy-3-' -f luorothyEnidine— or-a - ' - 

pharmaceutically acceptable salt or prodrug thereof. 

i' 

• * i 

i 
I 

I 
I 

I 
j 

i 
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in accordance with the pxesent invention there is provided a 
pharmaceutical coinposition useful for the treatment or 
5 prophylaxis of viral infections comprising nevirapine and at 



least one antiviral active cdns>6und of foaSmula (1) 



Base 



HO— I 



wherein Base is selected from the group consisting of thymine", 
10 cytosina, adenine, guanine, inosine, uracil. 5-athyluracil and 
2,6-diaminopurine, or a pharmaceutically acceptable salt or 
. prodrug thereof. 
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